Amendm ents to the Claims; 


This listing of claims will replace ali prior versions, and listings, of claims in the 
application: 

Listing of Ciaims: 

Claim 1. (Currently Amended) A compound of formula I 


R, is d. 6 aikyl optionally s ubst i tut e d by OH , C V2 alkoxy or 1 to 6 fluorine atoms; C :: . 6 aikenyi; 

or C 2 . 6 alkynyl; 

R 2 is R 2 ' or R 2 " 

wherein R 2 ' is X,, -O-X-,, -CO-X,, -CHiOH)^, -C(HQR e )-X 1s -S-X 1( -SO-X^-SOrX, or-N(d. 
salkylJ-Xi wherein X 1 is C 3 . s a!kyl substituted by 1 to 17 fluorine atoms and optionally interrupted 
in the carbon chain by one or more O, C=0, CH-OH or C=NOR 6 and/or one carbon-carbon 
double or triple bond; pentyl substituted by Chalky! and optionally interrupted in the carbon 
chain by one or more O, CO, CH-OH or C=NOR 6 and/or one carbon-carbon double or triple 
bond; C 2 . 8 alkyl-C 3 . 6 cycloalkyl wherein the Chalky! moiety is optionally interrupted in the carbon 
chain by one or more O, C=0, CH-OH or C=NOR 6 and/or one carbon-carbon double or triple 
bond, and the C 3 . 6 cycloa!kyi and/or the C ? . 8 a!kyl is substituted by 1 to 17 fluorine atoms; and 
each of R s , independently, is H, C 1 . 4 3ikyi l C 2 . 4 a!kenyl, C^aikyny! or benzyl; and 
and wherein R 2 " is X-CH 2 -CH 2 -R attached in position para, wherein X is O; CH 2 ; or C=0; and R 
is a residue of formula (b) 


wherein each of R 7 to Rn, independently, is H; CI; Br; F; CN; CF 3 ; OCF 3 ; OCHF 2 ; Chalky!; C,. 
6 aikoxy; C 3 . 6 cycloalkyl; C 3 . 6 cycioalkoxy; acyl; or optionally substituted phenyl; or R 9 and R 10 form 
together 3,4-[-0(CH 2 ) r O~] wherein r is 1 or 2; or (R 7 and R 8 ) or (R 8 and R 9 ) together with the 
carbon atoms to which they are attached, form a fused cyclic or heterocyclic ring and the 
remaining R 9 to Rn or R 7 and R 10 and Rn, respectively, are as defined above; or R is 8g- or - |3- 
naphthyl optionally substituted by one to 5 substituents as defined above for R 7 to Rn; 
R 3 is Z-X 2 wherein Z is CH 2 , CHF or CF 2 or CHMe and X 2 is OH or a residue of formula (a) 
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wherein 



wherein is a direct bond, CH 2 , CHF, CF 2 or O, and each of R 12 and R 13 , independently, is H or 
C 1 . 4 aikyl optionally substituted by 1, 2 or 3 halogen atoms; and 

each of R 4 and R 5 , independently, is H. C r4 alkyi optionaily substituted by 1 , 2 or 3 halogen 

atoms, or acyl 

in free form or in salt form. 

Claim 2, (Original) A compound according to claim 1 wherein R 2 is R 2 ' which is X<, -0-X<, -CO- 
X,, -ChKOHJ-X, or -C(NOR s )-X<. 

Claim 3. (Original) A compound according to claim 2 wherein R 2 ' is a residue of formula (c) 
-Y-(CH 2 ) n -(CF 2 ) m -CH p F q (c) 

wherein 

Y is a direct bond, O, CO, CHOH or C~NOR s wherein R s is as defined above; 
nisO, 1,2, 3, 4 or 5; 

m is 0, 1 , 2, 3, 4, 5 or 6, provided that the sum of n+m is 3-8; 
each of p and q, independently, is 0, 1 , 2 or 3, 

the chain (CH 2 ) n -(CF2) m -CH p F q being optionally interrupted by one carbon-carbon double or triple 
bond, one CO or one or two oxygen atoms. 

Claim 4. (Previously Presented) A compound according to claim 2 wherein R 2 ' is selected from 
the group consisting of 

-Y-C n F 2R+ i wherein n=3-8 and Y is CH J: O or C=0; 
-Y-CH 2 C n F 2n+1 wherein n-1-7and Y is CH 2 , O or C=0; 
-Y-CH 2 CH 2 C n F 2n+ i wherein n=1-6 and Y is CH 2 , O or C=0; 
-Y-CH 2 CH 2 CH 2 C n F 2nH wherein n=1-5 and Y is CH 2 , O or CO; 
-Y-(CH 2 ) n F wherein n=1-7 and Y is CH 2 , O or CO; 
-Y-(CH 2 ) n CF 3 wherein n=1-6 and Y is CH 2l O or CO; 
-Y-(CH 2 ) n CF 2 CH 3 wherein n=1-4 and Y is CH 2 , O or CO; 

-Y-(CH 2 ) n (CF 2 ) m CHF 2 wherein n=0-3, m=1-6, n+m = 3-7 and Y is CH 2 , O or CO; and 
-Y-(CH 2 ) n C(0)CF 3 wherein n=1-5 and Y is CH 2 , O or C=0. 

Claim 5. (Original) A compound according to claim 1 wherein R 2 is R 2 ". 

Claim 6. (Currently Amended) A compound according to claim 5 wherein R is Sj3-naphthyl 
optionally substituted by one to 5 substituents or R is a residue of formula (b), wherein one or 
two of the residues R 7 to Rn independently, is CI, Br, F, CF 3 , OCF 3 , d^alkyl, C^alkoxy, or 
optionally substituted phenyl, and the other residues R 7 to R v , are H, and/or 


One or two of the R z to R-- are not H. and the other residues R ; to R 1:i are H. 
Claim?, (Cancelled), 

Claim 8. (Previously Presented) A pharmaceutical composition comprising a compound 
according claim 1 , or a pharmaceutical acceptable salt thereof in association with a 
pharmaceutical^ acceptable diluent or carrier therefor. 

Claim 9. (Currently Amended) A pharmaceutical combination comprising a compound 
according to claim 1 , in free form or in pharmaceuticaliy acceptable salt form, and at least one 
co-agent selected from an i mmunosuppressant agent, an imm unomodulatory agent, and anti- 
inflammatory or chemotherapeutic drug . 

Claim 10. (Currently Amended) A method for preventing of treating disorders or diseases 
mediated by lymphocytes, and for preventirtg^f treating acute or chronic transplant rejection or 
T-cei! mediated inflammatory or autoimmune diseases in a subject comprising administering to 
the subject in need thereof an effective amount of a compound according claim 1 , or a 
pharmaceuticaliy acceptable salt thereof. 

Claim 11. (New) A compound of formula ! 


wherein 

R< is d-e alky! optionally substituted by OH, C v2 aikoxy or 1 to 6 fluorine atoms; C 2 . s alkenyl; 

or C 2 _ 6 alkynyi; 

R 2 is R 2 ! or R 2 " 

wherein R 2 ' is X h -O-X^ -CO-X 1? -C^OH)-^, — C{NORe)-Xi, -S-X^ -SO-X, ,-SOz-X, or-N(d. 
ealkylJ-Xi wherein X, is C 3 . 8 aikyl substituted by 2 to 17 fluorine atoms and optionally interrupted 
in the carbon chain by one or more O, CO, CH-OH or C=NOR 6 and/or one carbon-carbon 
double or triple bond; pentyl substituted by Chalky! and optionally interrupted in the carbon 
chain by one or more O, CO. CH-OH or C=NOR 6 and/or one carbon-carbon double or triple 
bond; C 2 . 8 alkyl-C 3 -scyc!oalkyl wherein the C 2 - 8 a!kyi moiety is optionally interrupted in the carbon 
chain by one or more O, CO, CH-OH or C=NQR 6 and/or one carbon-carbon double or triple 
bond, and the C 3 „ 6 cycioaikyl and/or the C 2 . 8 aikyl is substituted by 1 to 17 fluorine atoms; and 
each of R 6 , independently, is H, C^alkyi, C 2 _ 4 aikenyi, C 2 . 4 alkynyl or benzyl; and 
and wherein R 2 " is X-CH 2 -CH 2 -R attached in position para, wherein X is O; CH 2 ; or CO; and R 
is a residue of formula (b) 
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wherein each of R 7 to R,,, independently, is H; Ci; Br; F; CN; CF 3 ; OCF 3 ; OCHF 2 ; Chalky!; C. 
6 a!koxy; C 3 . 6 cycloa!kyl; C 3 . 6 cyc!oalkoxy; acyl; or optionally substituted phenyl; or R 9 and R 10 form 
together 3,4-[-0(CH 2 ) r O-] wherein r is 1 or 2; or (R 7 and R 8 ) or (R s and R 9 ) together with the 
carbon atoms to which they are attached, form a fused cyclic or heterocyclic ring and the 
remaining R 9 to Rn or R 7 and R 10 and R 11s respectively, are as defined above; or R is a- or p- 
naphthyl optionally substituted by one to 5 substiiuents as defined above for R 7 to Ri-,; 
R 3 is Z-X 2 wherein Z is CH 2 , CHF or CF 2 or CHMe and X 2 is OH or a residue of formula (a) 

_ o /OR« 

z i P x (a) 

|| OR n 

O 

wherein Z, is a direct bond, CH 2| CHF, CF 2 orO, and each of R 12 and R l3 , independently, is H or 
C M alkyl optionally substituted by 1 , 2 or 3 halogen atoms; and 

each of R 4 and R s , independently, is H, C^alkyl optionally substituted by 1 , 2 or 3 halogen 

atoms, or acyl 

in free form or in salt form. 

Claim 12. (New) A compound according to claim 11 wherein R 2 Is R 2 ' which is Xi, -0-X u -CO- 
X,, -CH(OH)-Xi or -QNORbJ-Xl 

Claim 13. (New) A compound according to claim 12 wherein R 2 ' is a residue of formula (c) 
-Y-(CH 2 ) n -(CF 2 ) m -CH p F q (c) 

wherein 

Y is a direct bond, O, CO, CHOH or C=NOR 6 wherein R 6 is as defined above; 
n is 0, 1,2, 3, 4 or 5; 

m is 0, 1 , 2, 3, 4, 5 or 8, provided that the sum of n+m is 3-8; 
q is 0, 2 or 3 and the sum of p+q is 3; 

the chain (CH 2 ) n -(CF 2 ) m -CHpF q being optionally interrupted by one carbon-carbon double or triple 
bond, one CO or one or two oxygen atoms. 

Claim 14. (New) A compound according to claim 12 wherein R 2 ' is selected from the group 
consisting of 

-Y-C n F 2 n.i wherein n=3-8 and Y is CH 2 , O or C=0; 

-Y-CH 2 C R F 2R+1 wherein n=1-7and Y is CH 2l O or CO; 

-Y-CH 2 CH 2 C n F 2n+ i wherein n=1-6 and Y is CH 2 , O or CO; 
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-Y-CH 2 CH 2 CH 2 C n F 2n+1 wherein n=1-5 and Y is CH 2 , O or C=0; 
-Y-(CH 2 ) n CF 3 wherein n=1-6 and Y is CH 2l O orC=0; 
-Y-(CH 2 )nCF 2 CH3 wherein n=1-4 and Y is CH 2 , O or C=0; 

-Y-(CH 2 )n(CF 2 ) m CHF 2 wherein n=0-3, m=1-6, n+m = 3-7 and Y is CH 2 , O or CO; and 
-Y-(CH 2 ) n C(0)CF 3 wherein n=1-5 and Y is CH 2 , O or C=0. 

Claim 15. (New) A compound according to ciaim 11 wherein R 2 is R 2 ". 

Claim 18. (New) A compound according to ciaim 15 wherein R is ^-naphtbyl optionaliy 
substituted by one to 5 substiiuents or R is a residue of formula (b), wherein one or two of the 
residues R 7 to R v , independently, is Ci, Br, F, CF 3 , OCF 3 , C 16 a!kyl, C^alkoxy, or optionally 
substituted phenyl, and the other residues R 7 to R u are H, and/or one or two of the R- to R r , are 
not H, and the other residues R 7 to Rn are H. 

Claim 17. (New) A pharmaceutical composition comprising a compound according claim 1 1 , or 
a pharmaceutical^ acceptable salt thereof in association with a pharmaceutical acceptable 
diluent or carrier therefor. 

Ciaim 18. (New) A pharmaceutical combination comprising a compound according to claim 11, 
in free form or in pharmaceutical^ acceptable sait form, and at least one co-agent selected from 
an immunosuppressant agent, an immunomodulatory agent, and anti- inflammatory or 
chemotherapeutic drug. 

Claim 19. (New) A method for treating disorders or diseases mediated by lymphocytes, and for 
treating acute or chronic transplant rejection orT-celi mediated inflammatory or autoimmune 
diseases in a subject comprising administering to the subject in need ihereof an effective 
amount of a compound according claim 11, or a pharmaceutical^ acceptable salt thereof. 


